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S<™no.l.2-eref>ons-diol loryt ether derive. . nod St bsto- 
6tSreH*fO!e blocker! or HlmularrS for tnstlna cardiac disorder* 


D/S: E(BE. CH, DT, FR. CB. IT. L.U. NL. OZ. SW). 
J-Arolno-I.Z-projaaedlol derive, cd formula p)and their 


ArOCrfcCHOl 
lAr li'opi »ul)itd. try ! 


alk i< 2-5C ethylene with ^ 2C in the chain between to. 
NH and the phenyl or pheacoty gp.; 
H, «d Rj ire etch H or lower alkyl; or they together 
form lower alkyl.oe opt. interrupted by 0, S. N or N- 
lower aikyl). 


ism 


fior cardiac (p,) receptors. thiycaaUosedae 
po»M»e inotropic igcsti, eip. as cardjotntca form 
lag cardiac TOiicle I - - — - '— ' -— 


muscle lninfflcicacv lost, in comhlrvaHw. 
with cardiac glycorldee etc.), end Msg lor treatise card, 
iae rhythm dliorderi, Doee ll 9.01-1 mg/kj p.o. 

Other cpd». (1} hare 3-oloekiog activity, poieibly with 

ithomlraaHc, activity. Cpds.wUb&p- 

~ ~ ' " " 'l«Uvity, whUe cpdj. 

:ardiac aelectivity nod 
>cHag activity. Thop-blockiag code, can 
ittni antlna — ' — ' j — . 


" itfar^TEol 


SPECiriCAU.T CLAIMED 


or cpde.. etp. druse. 
In tpdi. g)^^T^^^Jl.carhamoyl.4.hydIcay. 

1 j J.<-Utrahrdro.2^ci...&il^;£ ^LreyilMH 


PRgPAKATiUW . 

U\ OH 

I 1 ' \ CONR.R, 
AtOCH.CHCrfrZ- A* Zl .Alk-(0) -f | ' '_>£ 

(HT^ ° V m 

(one of Z, led Z, li reactively eiterllled OH, the other It 
NH, end X, le OH; or X, tad 2, together are epoxy aod 
2, It NH,). ~ 

(b) Precursors with protected hydrcay got. can bo 
deprotected w give (I). 

(c) tmlno (Sebiff but) precursors with =N-or -N=» la 
the »ide-ch»to instead of -NH- can be reduced to (]), opt. 
with simultaneous reductive deproteetlon oi OH gpe. 

W) \ ox 8 

Ar,OCr%CHOHCH,NH— (Alk)--(0) n --p jP C0 > H 

(Ar, l> as Ar or an Ar gp. eontg. i or 2 gpe. which can 
be eroinolyeed to OH; Xg ie H or an erainolyaeble prot- 
tCttBj Bp j 


ArOCHCHCrttNH-Allf 


hydrolyie 


OH 


->(IlR,»R,.H) 
OH gpe. in (VTI1) may be protected by bydrolyaable gpe. ' 
EXAMPLE 

A mUt. of II 2 s l.(2-»Uyltay-phtncay)-J-amlno-i- ■ 
propanol. 10.5 g 5-(2-cao-propcay)-ulicyUmlde. 200 
ml toluene and a few dropi of acetic acid ni reflated 
unttl water lepn. eeietd (2-) hre.). The residue was 
die solved la 300 ml EtOH. 5.7 g N«BH» was added In 
portions with stirring. The mixt. vet stirred 2 br*. it 
2D-30*C, left to stand overnight, adjusted to pH 3-4 with 
HC1. filtered and evapd. The residue wae partitioned 
between 1 00 ml water and 1 00 ml EtOAc. The eq. phase 
was made alkaline with NH.OH and extd. with 200 ml 
EtOAc. The organic phase was votked op to give aa 
enantlomer mixt. of l-fl-allylaxy-pneiiosryl-l.n-p. 
e*rharnoyl-*.hye>e«y.pheo<>xv)-t.m»^ 
Z'pTopaaol as an oil. Slow crvitn. from LPiOH gerelne 
pare enintloiner pairs, m.pt. I2J-I2S'C tad W-102'C. 
(tlppMl). tQ) BR; pgW2642: DT21MI49. .EP..»5 0!> 
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